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2. 
3. 



This REPORT consists of a total of , 



8 



_ sheets, including this cover sheet. 
This report is also accompanied by ANNEXES, comprising: 

(sent to the applicant and to the International Bureau) a total of 1 



sheets, as follows: ^ 



sheets of the description, claims and/or drawings which have been amended and are the basis of this report 
and/or sheets containing rectifications authorized by this Authority (see Rule 70.16 and Section 607 of the 
Administrative Instructions). 

| | sheets which supersede earlier sheets, but which this Authority considers contain an amendment that goes 
beyond the disclosure in the international application as filed, as indicated in item 4 of Box No. I and the 
Supplemental Box. 

h. [Z! ( sent t0 the International Bureau only) a total of (indicate type and number of electronic carrier(s)) 

, containing a sequence listing and/or tables related thereto, in computer 

readable form only, as indicated in the Supplemental Box Relating to Sequence Listing (see Section 802 of the 
Administrative Instructions). 



4. This report contains indications relating to the following items: 
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I I Box No. II 
I I Box No. m 
I I Box No. IV 
Box No. V 



1X1 Box No. VI 
□ Box No. Vn 



Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
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Box No. I Basis of the report 



1. With regard to the language, this report is based on the international application in the language in which it was filed, unless 
otherwise indicated under this item. 

[_] This report is based on translations from the original language into the following language , 

which is language of a translation furnished for the purpose of: 

f_] international search (under Rules 12.3 and 23. 1(b)) 

j~] publication of the international application (under Rule 12.4) 

| | international preliminary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements of the international application, this report is based on (replacement sheets which have been 
furnished to the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report): 

| | The international application as originally filed/furnished 
^\ the description: 

pages 1-14 , as originally filed/furnished 



pages* 



received by this Authority on 
received by this Authority on 



the claims: 



pages 

pages* 

pages* 



, as originally filed/furnished 



1-3 



, as amended (together with any statement) under Article 19 

received by this Authority on 26 July 2004 (26.07.2004) 

received by this Authority on 



1 | the drawings: 



, as originally filed/furnished 



pages* 



received by this Authority on 
received by this Authority on 



| | a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing. 

3. | | The amendments have resulted in the cancellation of: 

[J the description, pages 

| | the claims, Nos. 



[J the drawings, sheets/figs 

[~| the sequence listing (specify): 

| | any table(s) related to sequence listing (specify): 



This report has been established as if (some of) the amendments annexed to this report and listed below had not been 
made, since they have been considered to go beyond the disclosure as filed, as indicated in the Supplemental Box 
(Rule 70.2(c)). 

the description, pages 

| | the claims, Nos. 

| ] the drawings, sheets/figs . 



[~| the sequence listing (specify): 

I | any table(s) related to sequence listing (specify): m 



* If item 4 applies, some or all of those sheets may be marked "superseded. " 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. Statement 






Novelty (N) 


Claims 


1-3 YES 




Claims 


NO 


Inventive step (IS) 


Claims 


YES 


Claims 


1-3 NO 


Industrial applicability (LA) 


Claims 


1 ~ 3 YES 


Claims 


NO 



2. Citations and explanations 

Citations: 

Documents cited in the international search report: 



Document 1: JP 10-182458 A (Taisho Pharmaceutical Co., 

Ltd. ) , 07 July 1998 
Document 2: JP 1-279831 A (Dojin Iyaku Kako Co., Ltd.), 

10 November 1989 
Document 3: JP 59-227818 A (Mitsubishi Chemical Ind. , 

Ltd.), 21 December 1984 
Document 4: JP 5-271075 A (Taisho Pharmaceutical Co., 

Ltd.), 19 October 1993 
Document 5: JP 62-61918 A (Sumitomo Pharmaceuticals Co., 

Ltd. ) , 18 March 1987 
Document 6: JP 2001-354548 A (Shiseido Co., Ltd.), 25 

December 2001 



Newly cited document : 



■ • • Document 7: JP 61-200907 A (Taisho Pharmaceutical _Co . , 

Ltd.), 05 September 1986 

Explanation: 

a) The invention that is set forth in claims 1-3 does not 
involve an inventive step in the light of document 1 cited 
Form PCT/IPEA/409 (BoxV) (January 1994) " 



INTERNATIONAL PREL1 




ARY EXAMINATION REPORT 



Intern^^p application No. 
PCT/JP 03/09273 



in the international search report . 

Document 1 (example 3) discloses a gel agent that 
comprises 0.5% by weight of indometacin, 30.0% by weight 
of a denatured ethanol (an alcohol), 1.5% by weight of a 
carboxyvinyl polymer (a gellant), 3.0% by weight of 
diisopropyl adipate (an oil component), water and 5.0% by 
weight of polyethylene glycol monostearate . 

The content ratio of the oil component in the 
invention that is set forth in claims 1-3 is different 
from that in the invention that is disclosed in document 
1. However, the diisopropyl adipate disclosed in document 
1 is added as a dissolution adjuvant (refer to paragraph 
[0008] ) ; therefore, it would be easy for a person skilled 
in the art to increase the content ratio of this component 
to approximately 7-3 0% by weight in accordance with the 
balance of the content ratios of the other components. 

b. The invention that is set forth in claims 1-3 does not 
involve an inventive step in the light of documents 2-6 
cited in the international search report and newly cited 
document 7 . 

Document 2 (claim 1 and page 3, upper left column, 
lines 2-9) discloses an indometacin ointment that 
comprises 0.5-2.0% by weight of indometacin, 20-60% by 
weight of a lower alcohol component, 1.5-4.5% by weight of 
a viscosity- imparting agent (a gellant), 2.5-7.5% by 
weight of a carboxlic acid ester component (an oil 
component) , 20-6 0% by weight of water and 5-10% by weight 
of a dissolution adjuvant, and indicates that a POE alkyl 

— ether can be used as the dissolution adjuvant. _ 

Document 3 (claim 1 and page 2, upper left column, 
line 10 to upper right column, line 7) discloses a 
gelatinous ointment that comprises 0.5-5.0% by weight of 
indometacin, 30-70% by weight of an alcohol, 0.5-5.0% by 
weight of a gellant and the remainder water, and indicates 
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that it is possible to improve the dissolution 
characteristics of the aforementioned ointment by further 
adding 1-20% by weight of a fatty acid ester and/or a non- 
ionic surfactant thereto. 

Consequently, the invention that is set forth in 
claims 1-3 differs from the invention that is disclosed in 
document 2 or document 3 in that it contains 0.01-10.00% 
by weight of one or more components selected from among 
glycerine monostearates, sorbitan monostearates, stearyl 
alcohols and polyethylene glycol monostearates. 

However, document 4, which discloses a cream 
preparation that comprises indometacin, a fatty acid ester 
and an alcohol (refer to the claims) , discloses the 
feature of further adding 5-25% by weight of a non-ionic 
surfactant to the aforementioned cream preparation, and 
indicates that it is preferable to use a sorbitan stearate 
or a glycerine monostearate as said non- ionic surfactant 
(paragraph [0006] ) . 

In addition, document 5, which discloses an agent 
for external use that comprises indometacin, a fatty oil 
and a dispersant (refer to the claims) , indicates that the 
aforementioned dispersing agent is a surfactant, indicates 
that 2-15% by weight thereof is added, and presents 
sorbitan monostearates, glyceryl monostearates and 
polyoxyethylene glyceryl monostearates as examples of the 
surfactant (page 2, lower right column, line 18 to page 3, 
upper right column, line 10) . 

Furthermore, document 6 presents sorbitan 
monostearates, glycerine stearates and propylene glycol 
-monostearates as examples, of -surf actants . that, can be. used 
in an emulsifier composition that comprises a refractory 
agent (paragraph [0030] ) . 

Consequently, it would be easy for a person skilled 
in the art to attempt to use one or more compounds 
selected from among the glycerine monostearates, sorbitan 
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monostearates and polyethylene glycol monostearates that 
are disclosed in documents 4-6 as the non- ionic surfactant 
for promoting dissolution which is employed in the 
indometac in -containing agents for external use that are 
disclosed in documents 2-3. 

In addition, newly cited document 7 discloses a 
suppository that contains indometacin (refer to the 
claims) , and presents stearyl alcohol as the oil component 
thereof (page 2, lower left column, to lower right column, 
line 3) , while document 6 presents stearyl alcohol as the 
oil component of the emulsifier composition (paragraph 
[0018]); therefore, it would be easy for a person skilled 
in the art to attempt to add stearyl alcohol to the 
indometacin- containing agents for external use that are 
disclosed in documents 2-3. 

In the written response dated 26 July 2004, the 
applicant asserts that it is possible to control the 
separation of the oil phase and the water phase that 
occurs when a cream agent comprises 25% by weight or more 
of an alcohol and 7% by weight or more of an oil component 
by adding the specific components that are set forth in 
the present application. 

However, the description of the present application 
only discloses the production of and confirms the 
separation stability of preparations that comprise 5% by 
weight of an oil component (diisopropyl adipate) (examples 
1-5) ; therefore, the aforementioned assertion by the 
applicant is not applicable. 

c. The invention that is set forth in .claims 1-3 is 
industrially applicable. 



Form PCT/IPEA/409 flBoxV) (January 1994) 



INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 



IntemaTMal application No. 

PCT/JP2003/009273 



Box No. VI Certain documents cited 



1 . Certain published documents (Rule 70. 10) 



Application No. 
Patent No. 



Publication date 
(day/month/year) 



Filing date 
(day/montli/year) 



Priority date (valid claim) 
(day/month/year) 



JP 2003-95985 A 03 April 2003 (03.04.2003) 26 September 2001 (26.09.2001) 

[EY] 



2. Non-written disclosures (Rule 70.9) 

Date of written disclosure 

Kind of non-written disclosure Date of non-written disclosure referring to non-written disclosure 

(day/month/year) (day/month/year) 
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Certain observations on the international application 



he following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
upported by the description, are made: 

Claims 1-3 indicate that the indometacin agent for 
external use comprises 7-30% by weight of an oil 
component . 

However, the description of the present application 
only discloses the production of and confirms the 
separation stability of preparations that comprise 5% by 
weight of an oil component (diisopropyl adipate) (examples 
1-5) . 

Furthermore, in the written response dated 26 July 
2004, the applicant presents experimental data which shows 
that after being subjected to centrifuge separation for 20 
minutes at 5°C, the stability of the oil phase and the 
water phase in a preparation that comprises 5% by weight 
of an oil component is completely different from that in a 
preparation that comprises 7% by weight of an oil 
component . 

Therefore, the invention that is set forth in claims 
1-3 cannot be considered to be fully supported by the 
disclosures in the description as stipulated in PCT 
Article 6. 
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